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U X 5-3: D breakpoint MIC DEERHIH E
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R BE REHAE |20 3~ % breakpoint MIC DY
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BLREA T — T VERROFFEBEERBEBIGECH LT, lLv=a—F/ 0 REONMA
¥ D DU-685%a & 1R, BRKEMAICERN L T ETHRI OUEN 2 RS EEROIRBEIT -7
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FEBRERBEBREEREFVERH VR, 35612, EBNICKRD-HE5ET, BRNICEOREDH
WMUARMPBONDI D%, EROBKERERELBLUTOKRLE.

1) A7 =7 VERBBEEREEEIGERER D S5 M S W MBS0 5 DU-6859a DHLE T % Rit
L7-%8, MICnix 0.5ug/ml Thotzo READINTITORNT, »AHHES5HEICEITS breakpoint
MIC HSHRHERT MR O MIC oD EOBE IR BN BRRERGRIB OIS, T, PEbbIo
EEITOMIC DMELXENICRETES L) LRGEEEBRBICKRET L.

2) TORKR, DU-6859a # 10 50 mg, 1 H 2 AHERORDBERBTCHEHIELBE,
Pseudomonas aeruginosa Tl 2ug/ml £ TOMBEA, % 7= Enterococcus faecalis TH 2ug/ml ¥ T
DRBELVBRE SN LA 5T, ZOHRGEICHEIT HERM breakpoint MIC (X 2 ug/ml THYH, &
D MICHTH 5 0.5 ug/ml 2B X TV A7-D T3 RBRERHRI BRI,

3) DU-6859a # 16 50 mg, 1 H 2 BIREROBKERERERY L-L 25, ZL2REX 854
% (41/48), HX¥ 854 % (41/48) L E<{, BANFERNIIROALBESETRETE 2R#MME L
T,

DEXY, RADEREFNVEHCIRET, PEEREERBERIYE ST 2501 o00EN 2k
Y2 BREGERANICIZIZENLBSLZ EARBR SN,
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VERBERISEGRHRICBVT, NBEXOHRBEMHREERTIE
BEThs “breakpoint MIC” DERENRAAONTE 210,
—CRBEBRFEL Vo Th, HMEOBKR,»OREY T
—FUHEE SN TV EEE % L ORERMEIEREEBRAE D
XS5 DIEIREE{, B—IZ breakpoint MIC #&RET 5
LRATRTHE. Thbb, REBIMETIREEOHAE
HRkNBE, BRI L L AR, REBOFBBOWMNYE
DB % # B LT breakpoint MIC 2R E T 5 LEAH 5,

Bt R ESIE Tid, BHEICH X 2 MME O MIC
ST BRER B RRYE L LB L TR ELY, HORED
BREBFEMEZEND, TORBRBEBRNERTHLC LI
53 Tb%h\ve T4bb, breakpoint MIC %&&E L %A*

CHEAEKEEERATHICLALEL T3 ORRIM,
REEBHIE L 13 E 212 Vo

—%, REBAT—TVHRBBENRTOIBEE LR YDRER
HUERBRAYETIE, SBMEO MIC 6BV
TR, RBOBBHEBEL-DICBRBEShI v, -
RMESHEELTD, RE biofilm B« R ED-DICH
REEX72LRTV, L7zA%5 T, breakpoint MIC 2 &EL
TH, BEFWICR “BArT Lol th-TLE ) TaEH
PHbo
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breakpoint MIC %ZZXE L, #EYOXEMN LIk 5% KRt
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REBRIEN S - L HLRLTWELEERLND,

COEIBENS, CHETICRARRBA T —F VF#
BEOPSERNN R RYIE% R E LT breakpoint
MIC DREERPLTEL, S6IZ, BARNBUEME 2
2R L8 5 R SN RIS RRIEEREF VEHRLT
MR BARATIC, ARG HICHITLHNED breakpoint
MIC ##E LoD, WEMNEHHREELORNEIT-T
&0,

ChETITbh T & LA 2 HUH K O BK it & R
LTHBE, G213 5 N7 breakpoint MIC DfKAS, #
REIRBAREED MIC 2% 70 % B EA/{—LTw
ToBAIIE, 60 % UEOSZEREEL 76 % ULOHRHE
PRORDZIEMZIZHLN LR SoTVDES0, BWRRD
L, BRBERNICHI2HEEDHESH (MIC 24) DMid
M6 MICOMERD, P2 EHED MIC HE TOMAE
2RMTE 5 X9 % breakpoint MIC ¥ HOHREEERLD
EREFVERVTRITNIL, EROBKBSNICHD,
OHENLBREEERDIIENTELINOTREVWLLE
Z, TTLEORHEMERKL TV AHH-0,

SALCNE)BERICELT, FHlw=a—F/orRK
BRONKHETHS DU-6859a ZHRE LT, REUNREBR
BfE L LTOPSERBEREBBIYEICH TS, BRAOK
PRIZ# L 7z breakpoint MIC O #1475 7=,

BRUDIZ, PEEREERBBRIEER, S ShE
MRS M %2 H\VvT DU-6859a DHEH XKL,
MIC D% KD, $% LHED MICHEDOMEZBRET
ELBS5EZERNICRF L. LT, 20B5EICBT
5 TN T SN 7P S E BB IR BB SE O KR R
MERBBRHLI-LZ A, MFShEBERKTHLIZ L%
RBOB/LDOT, TOFHRERLBRET S,

L. #BEH &
1. DU-6859a DHiHH
X L®IZ DU-6859a DHE S % BET L7z, 1993 EH

5 1994 FICAMER AL EFBLRBHTHT—T NV
FEMONSEABERBBREEALIRE L,
10‘CFU/ml B\ LM% T/ & h /- %M H» 5 Mk
BISMIR L7 110 AN SE L, RBMAONNS
LUENERORNHBBIZEDHHOTRAE LSS
LT, IZENICHRI MM, KRETRBET S,
MIC DI it B &Ly Mi:y XMkt 12V, RN
A #®i& 100CFU/ml T o 7=,

2. DU-6859a DMK breakpoint MIC

FTTICHE LTWAHN, Fig. 1 ISRLZa V¥
—y—l#ickh, £EKICHAEERSLE:BRORS
IRERBLE L I2L— LB SEANTEREBSR
EEBREFNVEH VT 572, Table 1 IZRLZ
DU-6859a DX HEM/NFIA -y —» ka2 ¥a—
y—i24»7vhL, DU-6859a % 1 1 50 mg, 1 H 2
EHRSHFEORDREMRBHMEER L. KICHKE
FVAOME (FWRE: 10)CFU/ml) (= DU-6859a
REORERBTLYHAT 3 HREH S, M MIC
ITCOMALRETEINZMBL, RATE-RX
MIC i % £BH) breakpoint MIC & L 7=,

B, RTMEINBERBEREORKY IR
HTHY, POMBEEN LRI LVRLEDZLER
&M% Pseudomonas aeruginosa (P. aeruginosa) &
Enterococcus faecalis (E. faecalis) B\ Tir-7.

Table 1. Pharmacokinetic parameters of DU-6859a (one compart-

ment model)
parameter
Ka | Kel | Vd Cle Ch
antimicrobial () | ()| (1) | (mVmin) | (mlmin)
agent
DU-6859% 232|043 [ 1166 328 240
(50 mg)
(one compartment model)
(Sapporo Medical University Model)
g
=]
Voiding pum
V
Voiding until 14th hour Sampling
(every two hours) (every one hour)
i Residual volume . 10ml 4C)
\/

_____________________ computer
control o
j@l\: = .
=
Q A
I
N{;(;l%u)n (37C) | Kidney model

Moderately complicated | (37C)
bladder model

Fig. 1. 'Experimental model of moderately complicated UTI with computer simulation of
antimicrobial concentration in culture medium based on clinical urinary concentration.
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3. DU-6859a DEEK A breakpoint MIC & iRk M

1993 4 10 A» 5 1994 4 5 Aicffbh s DU-
6859a RURISHE I HIERFR AR M % b L2, RA NS
NETICWE LK E 125 T, DU-6859a % 1 [l
50mg 1 H 2 E#5 L7 #A& OBKEKR breakpoint MIC
EREHLA. TLRMERICOVTREAREY 2§ &
KR L.

IIL. &

1. DU-6859a OHi it}

Fig. 2 iX 1993 £ & 1994 E£ICHMENKETH 7 —
FVHABROTSEYEE R BRIEERN D S50 X
N2-MEBOTREETHL, WAL LIUKRNMNCOS
MBELIZIZEFCZBIII, REHCARLE
110 #%iZ2 T DU-6859a ® MIC 2#IE L 7.

Fig. 3 CEDOREMERLE. CORMKA S MICn I

0

HYT2MERDDE, “0.5ug/ml” THY, MK
breakpomt MIC MMM LIC%2d &) 2R 5EE X

2. DU-6859a MMM breakpoint MIC

Fig. 4 i3 P. aeruginosa E AV TR 21T > 7-BRMT
&%, DU-6859a % 1 60mg 1 H 2 EMER S &7-5
&, 4ug/ml OMMIZ 3 BEZETICRESLT, 2
ug/ml OMWIZ 36 WM ETRE S, Lo T,
SO EDERY breakpoint MIC 1 2 ug/ml L H%E
Ehi,

FBkic, Fig. 5 1 E. faecalis TRV TRE21To 7
BMTHo, 4ug/ml OMEIZ 3 HEETICRE SN
LhorlzH, 2ug/ml OMEIE 66 B E CRM S h,
%EBRMY breakpoint MIC (X P. aeruginosa DA LF L
{ 2ug/ml LHREINTI

year
(No. of strains)

1993
(211)

43 9.5 5.2 137

[

———

1994

(282) 174

46

L |
04

o
o4
F———
E—
-—
o0 —4

1562

bstella spp e
P. mirabilis

[Indole (+) Proteus spp.]

\ 5 E fucalzs
Enterococcus spp.

Ws.\\

terspp.| [MSSA] [ Streptococcus spp. ]

Enterobacter spp P aerugmosa [S. epidermidis) [Staphylococcua spp. |
ICltmbacter 8pp. ] Sermtm 8pp. ]
Fig. 2. Ratios of bacterial species isolated from complicated UTI cases without indwelling
catheter.
MICr
T T T T T * T T T T T T T T
MIC (ug/ml) =0.016 0.0320.0640.125 0.25| 0.5 | 1 2 4 8 16 32 64 128 Total
No. of strains 38 4 12 15 7 8 8 6 8 2 2 110
Cumulative
percent (%) 345 38.2 49.1 62.7 69.1|76.4|83.7 89.1 96.4 98.2 100

No. of bacterial strains studied

E. coli: 20 (18.2%)

K. pneumoniae: 10 (9.1%)

P. mirabilis: 3 (2.1%)
Enterobacter spp. : 10 (9.1%)
Serratia spp. : 5 (4.5%)

P. aeruginosa: 7 (6.4%)

S. epidermidis: 11 (10.0%)
MRSA: 11 (10.0%)
MSSA: 5 (4.5%)

E. faecalis: 18 (16.4%)
Others: 10 (9.1%)

Fig. 3. MIC distribution of DU-6859a against bacteria isolated from complicated UTI cases

without indwelling catheter.
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(CFU/ml)

[ Experimental breakpoint MIC: 2 ug/xi]

MIC

Bacterial count/ml
in the bladder model
—
3

ug/ml strain

MIC[2 ] ug/ml strain

0000005000000

10! -9,
007F & b 12 15 18 21 24 27 30 3 239 42 45 48 51 54 57 80 63 66 69 72(h)

b
g (ug/ml)
sq 100 Change in urinary concentration of
-1 §u 80 68ug/ml DU-6859a after 50mg administration
S E 60
8 g 40
EE 20
S8 0-1

T )
0 3 & © 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72(h)

Fig. 4. Breakpoint MIC by DU-6859a (50 mgX 2/day) treatment in moderately com-
plicated bladder model with diverticulum (Pseudomonas aeruginosa infection).

(CFU/ml)
10° 4

107 Eperimental breakpoint MIC: 2 ug/ml ]

10° 4
10° 4 MIC
104
104
107
10' 4

0

Bacterial count/ml
in the bladder model

ug/ml strain

MIC| 2 | ug/ml strain

( ug/ml)

80— 68ug/ml
60
40
20

0

Urinary concentration of
antimicrobial agent

100 Change in urinary concentration of
DU-6859a after 50mg administration

T

T T 1 T T T T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72(h)

Fig. 5. Breakpoint MIC by DU-6859a (50 mg X 2/day) treatment in moderately com-
plicated bladder model with diverticulum (Enterococcus faecalis infection).

LEXY, DU-6859a # 1181 50 mg 1 H 2 bk K
DEERM breakpoint MIC i3, BREICETHEMICER
EHaH, Rer2BEBEICBYTLBEE 2ug/ml TH
LZERERBON, T/, ZDOEEK breakpoint MIC
(2 ug/ml) i, Fig. 3 IZ/RL7: DU-6859a DA 5 —F
VIR BB IREEBYAE S MR O MICTH 5 0.5
ug/ml 1+ hNN—TCELEMEMTHB, LI2A-T,
COREFEICE VERMOICHEN - BB B X
N2BETH -7,

3. DU-6859a DEEK breakpoint MIC & i #&

£ C T, DU-6859a DHijf% I MK AR %
L, TTICHME L -RALDHE CHIKK break-
point MIC 28 H L, Hb¥ THEEBREELRITL

720 Fig. 6 ICEDEMEZ T LD AT — T NVHREH
24 R B e T DU-6859a % 118 50 mg 1 H 2 [,
5~7 B 5 S h7-EMIX 48 I TH - 7.

BB RBEERERBTIIARDEIAR TSI TH-
2h, EXRRLRETHEIRET 2HE0HEHE V.
LAto TSmO K E MIC 245 5 breakpoint
MIC #BETA LI L VEHETH S,

LIAT, WRRICRETIMED MIC ikt
LHBLT—RBICEVEEXEL, BERICXIVHS
MIC U T OMBE T EMBEICIZLALRELTIR
WV, FoC, RAI, BEBICIIEO MIC #EUT oM
BIBERELEVD2EWVI AL HBIKY break-
point MIC #HEL TV 2. $4bbH, KRFE MIC &
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Max. MIC . Persistent or replacement cases
_E “““:i‘:" Total || Eradication <« Ol\glcoolf bactegia ilolggad nét2e5r treaztgnontl ‘(,élglml)
: . ml) .c.a.sff sesee — % : 02 > 9-1' 43 : 126 m
g ' ﬁ <0.025 - 14 |[ecee (14)
o 0.06 2 |°°
o1 | EECT TR R o o o O e
97% 0.2 8
+ 4+ + (34’85) 0s9 | 2 Ge (RPN CFURCRN AR R SN N DY PUTRUN FOUIY SUDIIN SR D IR SR AR
R L 4 .............. S U O I O ST S @
67% 1.66 3 || * (1)
PO A | I R | I SNSRIV SRS D SUNND NURD N R e
@We) || 313 | s |f (1
6.26 3 ||** * (1)
% |l et FS— ko 0 O
olam | L2 L] B A W
25 2 2
60
0% I e
= o || 00 L
>100
1) 1 OO @O0 1
Total 85.4% 48 41cases T—_TZGD" i 80% )
(41/48) (cases) (85.4%) ;'::”,’ 14.6% } 2
strains

Ir Clinical breakpoint MIC (0.78 ug/ml) |'-

Fig. 6. Comparison of MIC of isolated bacteria before and after treatment in complicated

UTI without catheter.

—DU-6859a (new oral quinolone) 50mg X 2/day for 5-7days (48 cases)— ( ) : No.

of strains.

HOENES, ERFHEH 1SD @ 20 % OELE
FERY breakpoint MIC & i E L 2279,

COLBEIZEBHE, DU-6859a # 1B 50 mg 1 H 2
B, 5~7 HE&E5-BKOBEKMN breakpoint MIC i3 0.78
ug/ml THYH, ELEBRHITKD - breakpoint MIC (2
ug/ml) LHBLTIZIZRASDOETH -7,

¥/, £ MIC OHEHRTATHMBEI ELICHELL
BREf: 41 PITHY, BREFIL 854 % (41/48), &
%h# L 85.4 % (41/48) LERRMICEN - REAB S
nTnris,

Im. * =

ZhIT, REBRRERRICBIINERORSHE
ZowTik, NEXORRENHENLRERPREE,
ERBE VS BABDE, HIVIEAFELELEE
BLDoD, #hé LRFAVEBRMICITTDRTELw, L
ML, EBOBKNHEERRETIE, SHRCBEVTEH
ok siTbh, ZOoR»roENEESGEEZRD
TV R HH—RETh o 7222, FHHATORFII,
EBHETEIREVBONDLL VSR TERID DA,
FOREHABROBREFENLT L OERIMLRIIZD
EFwnTwnatidSvEl, I, BRXEFHERA
RETHILOOHEHERITRA RV,

DX HBANS, FRERIYE TIIEKGRO
#8681 & %+ % breakpoint MIC DFREATHERRIGA &
hood 252, REBEBEIEICOWVTD, BKKTIZ 1980
£ D & breakpoint MIC DREDAA LN TS, L
ML, BIcF4 A7 RZURBRESELCLTRDOLN
2bDR, MADXKERPENHRBICDET VDD

ThY, ZEROEFCH LA DL Z hve», £
CTAERICBVTHREBEREICH T 5ME D break-
point MIC DRENFRFEINTVWEEZATH B2,
CHhETERAIZ, HEXOHLIBREEICBTSH
B RLERICHICERMICHRAL, HENLES
BEEHEBNEMEATROTITS FELRIFLERL
om0, SENE, Hluvma—F/u s RBOHEBET
H5H DU-6859a # W RELT, REIF—FVHEERE
DREERBENERBRIEICHT 2R 2HE5EL
BE L7z,
HHTHEEHEBRIBNTLOET TO MIC DM %
BB T&/=d, ¥74%bHb breakpoint MIC 25X DL H»
Tholedrl, ZTOMEIPKRBICHBIERED MIC
FHEELOBEAN— LT hiE, HEREEIE
VHMTAEEZOLND, Thabb, HHHETHEDS
7z breakpoint MIC ASi#RIRE KRB D MIC 54 %
N=L TN, MEERRDE R iGHE
BBEVPRLRAHBIENREZOND,
EFITRAR, $i, ThIETITbATELBKE
BREZD LIS, BERNICENR-BEERLBA-D
? breakpoint MIC 7%, BEED MIC 24 % L OBE
AN—FTHLUBERDEOIERFT L. T TICHEL
Th55 Fig. TIRL7ZZX ) ICHRGEBICE O
HEIR ) breakpoint MIC DA%, #E & L THMATRE
B MIC 34D 70 % Uk, $4bb MICHw M ETH-
THEITIE, 60 % DEORZBREERL 75 % ULDF
HEFBONLILPIBIZHONE Lo TWVES0, F
7o, BAPERLI-PEEREYRBERIYEERT T
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6 BA{EREZEBIE
@
100 7 by OFLX (200 mg 8
LVFX mg "
i OFLX (300 mgx2) 1 : ngx8) {. __. 200 mg x2)
OFLX (00029 ® Ry 160 )
80 ENX CPFX 801
i CAZeOo® A agxa) ]
A XSS W FLRX
o [ SRR &4 b Y, [ SR 60-—<
607 CrTm Ph £
£ {CTX(1gx2) _
8 CFIX
8 40- 40
7
= . i
B
g 201 20
m
0 / T T T T 1 0 /1 T T T 1
"40 60 170 80 100 (%) j) '40 60 70 80 100 (%)

Coverage rate for clinically isolated
bacteria by clinical breakpoint MIC
utilizing any administration method

Coverage rate for clinically isolated
bacteria by clinical breakpoint MIC
utilizing any administration method

(M. Nishimura, Sapporo Med J. Vol. 83, p. 68, 1994. modified)
OFLX: ofloxacin, LVFX: levofloxacin, CPFX: ciprofloxacin, SPFX: sparfloxacin, CTX: cefotaxime, NFLX: norfloxacin,
FLRX: fleroxacin, ENX: enoxacin, FRPM: fropenem, CAZ: ceftazidime, TFLX: tosufloxacin, LFLX: levofloxacin,
CTM: cefotiam, CFTM-PI: cefteram pivoxil, CTX: cefotaxime, CFIX: cefixime

Fig. 7. Correlation of actual bacterial eradication rate and efficacy rate with coverage rate
for MIC distribution of clinically isolated bacteria by clinical breakpoint MIC.

Vg, REEAT—T VHEEE OB RS GHIC
BT % breakpoint MIC %22 II¥ETH L HTE
579, LHoT, HHHAETHRKARRFTZITD
D & AF 2 R 4 B AR M IR B R B S B & 18
LN MME T 25BN 5 MICOEZIZ LD
CRDB, EDLET, P LbENETTOHO MIC D
MEXEBRICRELES XS o5 2 BKRARN
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BREBIROND LHWT L LHTE D,

SERE L7 DU-6859a Tix, RHEEEIME D
MICwffidtB & £ 0.5 ug/ml <, Z#hit DU-6859a
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DU-6859a # 110 50 mg 1 H 2 5 ¢+ BEL7-% 4
DEIRK) breakpoint MIC A% P. aeruginosa, E. faecalis
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BERLbICHhD, BHRIIE 6 B LHRSBY
¥ LFBMENRREBESCI Vb bDTH 2
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VOL. 45 NO. 1 DU-6859a ® breakpoint MIC & #¢4 i 7
% B 148, 1095
1) BEEZRELIBIHLNESRNERS - TREK: 14) Grasso S, Meinardi G, Carneri I, Tamassia V:

2)

3)

4)

5)

6)

7

8)

9)

10)

11)

12)

13)

R ERHRE HEXEEFEOER N N—EF4
¥—Ya v, BRCBITONEENRMOBRIR, 1) %
R MR — RIS S FR—. HIEMELE 44
38, 1996

FREEX: HEXOTLL 2R, Vb, 3) BIE R
BERECBITZZVLL 7KL Y b BILH2E
44 (S-A) :55,1996

3 B, MEARRE, LSRN RERE ¥R/
ELVWHEWROB V. KELES 9: 1073~
1083, 1983

Costerton J W, Irvin R T: The bacterial glycocalyx
in natured and disease. Ann Rev Microbiol 35:
299~324, 1981

Nickel J C, Gristina A G, Costerton J W: Electron
microscopic study of an infected foley catheter.
Canad J Surgery 28: 50~52, 1985

BAHBE, MARH, EFEAN, KMRN, xXB
7 RSN ERET IV (R Biofilm B
BETNV) 12 & % RE Biofilm 133 2 s ORFRE—
RAIERBREAR S I 2L — -2 AV EZBHR
i, BLUBKMRY, B5dEL 68: 386~398,
1994

REABIE: {bEME—RR~NOBRY, —REBHE2
HulMI—, Pharma Medica 10: 148~168, 1994
BARAEE, ARG, LESER EFEA, X2
i hEEHEERBEREERRBICE TS MIC
breakpoint & HLEEZ S EOMRA—RIHAEERE
HB) Y Ial—F— 2R — BREZ 68:
366~385, 1994

BANEE: RPHERREAS S I 2L -5 —f &,
REBIFEEREF NV ERAC- BRIV ELERED
HA—BREKE OB —. ILRE2¥E 63:
53~172, 1994

REABIHE, BMBE, LEENR TRAX, RIE-—,
REFP—, BATH: B IR B RS BRI
B 5 SY-5555 ® MIC breakpoint DXEBER - KEK
B3 —Enterococcus faecalis MHHEH % .o ic—o
B YediE ik 68: 639~653, 1994

BER{LERESS: BRARFHILBE (MIC) #EH
HHETISDOW T Chemotherapy 29: 76~79, 1981
Nakashima M, Uematsu T, Kosuge K, Umemura K,
Hakusui H, Tanaka M: Pharmacokinetics and tol-
erance of DU-6859a, a new fluoroquinolone, after
single and multiple oral doses in healthy volun-
teers. Antimicrob Agent Chemother 39: 170~174,
1995

Kawada Y, Saito I, Kamidono S, Ohmori H,
Kumazawa J: Preliminary report on DU-6859a for
urinary tract infection. J Infect Chemother 1: 139~

15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

New in vitro model to study the effect of antibiotic
concentration and rate of elimination on antibacter-
ial activity. Antimicrob Agent Chemother 13: 570~
576, 1978

BOBA: BN OB S HECRT 2 RE—RE5ER
DRBENERIZEIIMN—. HERZIE 69:
1467~1486, 1978

R OBA, BHILKE, R MR ORS HE
M A0 (1) —= 7 AR W BYERER—,
H# R &1 72: 669~679, 1981

Pinase C, Albini E, Marca G: Correlation between
bactericidal activity of fosfomycin trometamol in an
in vitro model of the urinary bladder and suscepti-
bility testing. Eur Urol 13: 80~85, 1987

¥IL%%: New quinolon XD E #/EHH: M+ 5 7F
R—RBRETABRESVERA R —-
Chemotherapy 42: 711~722, 1994

M EE, MABH, LEZR, KB {5 In vitro
HEREEBXEREREFVER W RERDRE
fii$ & U time above MIC MMl AR ICH L 1T H &%
IZOWTOEBRNKE—RPIEAEREAGHS I 2L
=y — 2RV —. BRIEL 68: 353~365,
1994

Kumamoto Y, Ohkawa M, Kumazawa J: Studies on
the clinical efficacy of cefotaxime in complicated
urinary tract infections. Antibacterial treatment of
infection in the hospital introduction of a new
cephalosporin: cefotaxime. (Mouton R P ed.)
Excerpta Medica. Amsterdam-Oxford-Princeton, p.
90~114, 1981

REFR—, BAEH, FTREX, RIE-—, K#HELZ,
SXHE, KN, NI BEVERERBEIEIC
%3 % pazufloxacin DI BRI AKR. BILHXE
44: 158~170, 1996

E OE HAXEIHACERVFZHELAR):
A LMt EERHBRLNRE
(1993 %)

National Commitee for Clinical Laboratory
Standards: Performance standards for antimicro-
bial disk susceptibility tests-4th ed.; Approved
Standards. NCCLS document M2-A4. Villanova.
Pa.; NCCLS, 1990

Breakpoints in in-vitro antibiotic sensitivity test-
ing. Report by a Working Party of the British
Society for Antimicrobial Chemotherapy. J
Antimicrob Chemother 21: 701~710, 1988

WHO Expert Commitee on Biological
Standardization: Technical Rep. Series 673, p. 144
~178, WHO, Geneva, 1982



BALEMEFIEBL JAN. 1997

Experimental estimation of breakpoint MIC of antimicrobial chemotherapy:
Study on breakpoint MIC of DU-6859a (50 mg twice daily) for moderately
complicated urinary tract infection
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Taiji Tsukamoto® and Yoshiaki Kumamoto”
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v Department of Urology, School of Medicine, Sapporo Medical University

We experimentally investigated an effective method of antimicrobial chemotherapy utilizing a
new form of oral fluoroquinolone, DU-6869a, for the treatment of moderately cases of complicated
urinary tract infection (UTI) without an indwelling a catheter. Prior to the clinical investigation,
an in vitro investigation was performed using an experimental model of moderately complicated
UTI. This computer-controlled model can simulate fluctuations in the urinary concentration of
antimicrobials. As a result of the in vitro investigation, we decided upon a regimen of DU-6859a.
Afterwards, a clinical investigation utilizing this regimen was performed, and the results were
then compared. The following results were obtained.

1) We examined the MIC» of DU-6859a with bacteria isolated from non-catheterized compli-
cated UTI patients. The MIC» was 0.5 ug/ml. According to our previous reports, this regimen, in
which the breakpoint MIC is higher than the MICw of causative bacteria, is effective for clinical
treatment.

2) The breakpoint MIC of the regimen, 50 mg DU-6859a twice per day, was measured using
our experimental model. Pseudomonas aeruginosa strains, whose MICs were lower than 2 ug/ml,
and Enterococcus faecalis strains, whose MICs were lower than 2ug/ml, were eradicated utilizing
this regimen. Thus, the breakpoint MIC of this regimen was 2 ug/ml, having a higher value than
the MICx described above. These results suggest that this regimen is effective for clinical treat-
ment.

3) A clinical investigation was also performed utilizing a regimen of 50 mg DU-6859a twice
per day. The eradication rate was 85.4% (41/48), and the efficacy rate was 85.4% (41/48).
These results suggest that this regimen of DU-6859a, as determined by our experimental model,
is effective for clinical treatment.

Utilizing our experimental model makes it possible to determine the most effective regimen for
the treatment of moderately complicated UTI prior to clinical treatment.



